Introduction challenge. The presence in IMD of a DD with similarity to that of the adaptor protein RIP suggests that this Microbial infections in Drosophila activate a series of molecule may be part of an extensive receptor-adaptor immune defense reactions that culminate in the produccomplex responsible to sense Gram-negative bacterial tion by the fat body (an equivalent of the mammalian infections (Georgel et al., 2001 ). liver) of a battery of small-sized cationic peptides with To clarify the role of the imd gene and to identify new potent antifungal and antibacterial activities. Genetic components of the IMD signaling pathway, we have analysis has shown that two distinct pathways, Toll and used a two-hybrid protein interaction system in yeast. IMD, govern the challenge-dependent synthesis of these Using a construct encompassing the IMD death domain, antimicrobial peptides (reviewed in Hoffmann and we have isolated the death adaptor protein dFADD and Reichhart, 1997 Reichhart, , 2002 . The Toll pathway controls the shown that this molecule can interact in our experimenimmune activation of the antifungal peptide Drosomycin tal system with IMD through its conserved DD. We report and is required for resistance to fungi and Gram-positive that loss of dFADD function by double-stranded RNA bacteria (Lemaitre et al., 1996) . The IMD pathway, which interference (RNAi) and mutations in the dFADD gene controls the inducibility of most of the antibacterial pepimpair inducible expression of the antibacterial peptide tide genes, mediates the defense against Gram-negagenes and render flies highly susceptible to Gram-negative infections (Lemaitre et al., 1995 , with an insertion in the dFADD coding sequence, which results in the the dFADD cDNA were fused to the chitin synthase intron, followed by the same cDNA fragment in inverse disruption of the gene ( Figure 3A) . Northern blot analysis confirmed the lack of the dFADD transcripts in orientation (see Experimental Procedures). This construct was cloned in the pUASp transformation vector the dFADD f02804 homozygous flies, which indicates that the transposon insertion generates a null mutation in the (Rorth, 1998) , 2000) . This molein general.
